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ASTHMA AND HAY FEVER 


Unexpected Death in Bronchial Asthma: A Warning Sign With Clinicopatho- 
logic Correlation. © Brien, S. M. M.. and Ferguson, M. Ann. Int. 
Med. 58: 1162, 1960, 


Three cases of uncomplicated bronchial asthina with unexpected death are 
presented. The group was comprised of a 44-vear-old man who died on the 
ninth hospital day, a 17-year-old woman who died after 70 hours in status 
asthmaticus, and a +year-old child with a clinical course which only lasted 
24 hours. These cases were unique in that the patients were in the vounger 
age group, had no associated infection or other diseases, and suffered from 
extrinsic asthma. In addition, cach showed an unusual clinical feature just 
prior to death, namely, a decrease or disappearance of wheezing despite in- 
creasing dyspnea. In 1 case breath sounds were decreased or absent. The 
pathology was almost identical in each patient. The lunes were voluminous, 
pale, and distended. There was marked edema of the mucosa, and mucus 
plugs were present in many of the segmental and subsegmental bronchi. In 
1 case a large mucus plug occluded the left main-stem bronchus. Micro- 
scopically, the bronchioles were also plugged with mueus. The authors sug- 
gest that when the triad of inereasine dyspnea, decreasing breath sounds, and 
decreasing wheezing is encountered, bronchoscopy should be performed as a 
lifesaving procedure. M. C. 


Hydrocortisone by Inhalation: Effects on Lung Function in Bronchial Asthma. 
Langlands, M.. and MeNeil, Ro Lancet 2: 404, 1960. 


The authors studied 10 asthmatics ranging in age from 17 to 61 vears. 
Most of the patients had nonseasonal symptoms; however, 5 also suffered from 
hay fever, vasomotor rhinitis, and eezema. Steroid therapy was withheld for 
I month prior to the institution of the present studies. The patients were 
permitted to continue on routine svmptomatie medications during the time 
they were under investigation. Hydrocortisone acetate was administered in 
the form of a micronized powder with particle sizes of 3 to 5 mu by means 
of a Medihaley. Hach patient was advised to take 5 ‘‘ puffs’ morning and 
night, which was equivalent to about 15 mg. of hydrocortisone daily. A 
double-blind study was performed and the results were measured objectively 
by studying the degree of hyperinflation of the lungs (residual lune volume) 
the ventilatory capacity of the lungs, and the uniformity of distribution of 
inspired air. No correlation was evident between the subjective and ob- 
jective findings. Hyperinflation of the lunes was not reduced and the vital 
capacity was actually less during the period of hydrocortisone inhalation, 
possibly because the particles of hydrocortisone may have inereased airway 
resistance. It was concluded that the inhalation of steroids is of no value in 
the treatment of asthma. It was also noted that the systemic dose of steroids 
required for the relief of asthma was not reduced by steroid inhalation. R.W. 


DERMATOLOGY 


Cement and Oil Dermatitis: The Part Played by Chrome Sensitivity. Ander- 


son, F. E.: Brit. J. Dermat. 72: 108, 1960. 


One hundred and thirty-four patients with oil dermatitis and 66 patients 
with cement dermatitis were patch tested with 0.1 per cent potassium 
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dichromate solution. Of 66 patients with cement dermatitis, 63 reacted posi- 
tively. The patients with oil dermatitis were engaged in many occupations 
and used many types of oil, There were 21 oil-sensitive patients who gave 
primary irritant reactions to the potassium dichromate, while 8 responded 
with a true positive reaction. Nineteen of the patients hypersensitive to 
potassium dichromate were pateh tested with a solution of chromium chloride 
with the same molarity as 0.1 per cent potassium dichromate. Of these, one 
responded with a positive reaction, 14 showed negative results and in 4, a 
primary irritant type of reaction was elicited. When the same patients were 
skin tested with a 0.01 per cent solution, only 5 produced a positive reaction. 
Spectrographie analysis of cement which had been handled by the patients 
with cement dermatitis showed chromium to be present in all of the samples 
tested. Using colorimetric techniques, the amount of chromium was seen to 
be in the order of 3 to 4 mg. per gram of cement. Similar tests performed on the 
oil from various sources which had been used by the oil-sensitive patients 
indicated that there was very little, if any, chromium in these oils. It was 
assumed that the positive reactors among the oil sensitive patients must have 
encountered chromium elsewhere in their occupations. W. 


Contact Dermatitis From Cinnamon. Kern, A. B.: Arch. Dermat. 81: 599, 
1960. 


An 18-year-old white man who was employed in a candy factory developed 
typical lesions of a contact dermatitis on his hands, abdomen, and thighs. His 
job consisted of carrying heavy batehes of cinnamon candy which he sup- 
ported with his thighs and abdomen. After he stopped this job and was 
treated with topical agents the eruption subsided. On patch testing, a 3-plus 
positive reaction was obtained to the crushed cinnamon hearts, but there was 
no reaction to the same candy minus the flavoring agents. Since a 1 per cent 
cassia flavor was used in the production of the cinnamon hearts, the patient 
was patch-tested with the following agents: a 1 per cent solution of oil of 
mace in alcohol; a 1 per cent solution of vanillin in petrolatum; a 1 per cent 
solution of oleoresin capsicum in olive oil; a 5 per cent solution of oil of einna- 
mon leaves in olive oil; and a 5 per cent solution of cinnamie aldehyde in 
petrolatum. A 1-plus reaction developed to the oil of cinnamon leaves and 
there was a 4-plus reaction to the cinnamie aldehyde. The other patch tests 
were negative. The patient has returned to work and has remained free of 
dermatitis since he no longer handles the candy products containing ¢innamon 
or cassia flavoring. R, W. 


Fatal Exfoliative Dermatitis Following Injection of Triple Antigen and Salk 
Vaccine. Iams, A. M.: A. M. A. J. Dis. Child. 100: 282, 1960. 


A normal 3-month-old female infant was given her first injection of 0.5 
ee. of alum-precipitated DPT vaccine in one arm and 1 ¢.¢. of poliomyelitis 
vaecine in the opposite arm. One day later a slight generalized erythematous 
‘ash developed over the entire body. The rash became worse during the next 
24 hours, and the patient was hospitalized. During the next 48 hours, despite 
local therapy and several doses of prednisone, the infant’s general condition 
deteriorated rapidly and death occurred suddenly on the fourth hospital day. 
Autopsy showed aspiration pneumonia which apparently caused the sudden 
death, aeute and chronie exfoliative dermatitis, hypoplastic adrenal glands, 
and cerebral edema. While the agent which produced the reaction was not 
determined, the authors suggest that the patient might have become sensitized 
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to penicillin since she was breast fed during a period when her mother was 
receiving large doses of penicillin. He states that the penicillin in the polio- 
myelitis vaccine might have served as the reactive dose. M. C. 


The Treatment of Atopic Eczema With Systemic Steroids. Sneddon, I. L.: 
Brit. J. Dermat. 72: 1, 1960. 


Twenty-six adults with severe and intractable atopic dermatitis were 
treated continuously with oral steroids for from four months to four and one- 
half vears. Thirteen of the patients were inales and thirteen were females, 
and their ages ranged from 15 to 65 vears. Ten of the patients had other 
allergic disease and 16 had an allergie family history. Fourteen had had 
eezema since infaney. Six developed eezema infaney whieh cleared and 
then recurred after puberty to become a problem in the late teens. In 6 cases, 
the disease developed after puberty. Prednisolone was used in 15) cases; 
dexamethasone in 6; combinations of cortisone, prednisolone, and dexametha- 
sone were emploved in 7. Good results were obtained in 19 eases, fair in 5, 
and 2 were failures. Some of the patients who were improved were not free 
from itching and still needed local applications. One of the most striking 
features was the change in personality of the patients. Miserable, tense de- 
pressives became extraverted, cheerful individuals. Serious side effects did 
not occur Gain in weight and facies were the most common side effects. 
No difference between the results of treatment with dexamethasone or pred- 
nisolone was noted. In the few cases where triamcinolone was used, more 
dyspepsia occurred than with the other steroids. Most cases were maintained 
on dD me. of prednisolone three times a day or less. With dexamethasone, the 
comparative dosage had to be slightly higher. kK. W. 


Treatment of Dermatoses With Intravenously Given Methylprednisolone So- 
dium Succinate. (Coldbere, L. and Barkoff, J. Ro: M.A. 172: 
1514, 1960, 


Intravenously administered methylprednisolone sodium succinate was used 
for the treatment of various dermatologic conditions including allergie der- 
matitis, eezematoid dermatitis, contact dermatitis, dermatitis venenata, urti- 
caria and angioedema, insect bites, and serum: sickness in 242 patients rane- 
ing in age from 6 months to 93 vears. 

The optimal dose of the medication was 20 me. per treatment given over 
a 20 to 30 second period, but some patients received up to 90 me. per day for 
as long as 3 weeks and others received the medication at less frequent inter- 
vals for as long as 9 months. In those cases receiving spaced dosage the 
therapy was supplemented by oral adrenal steroids up to 12 me. per day or 
depot injections of 40 to 80 me. per week. Results with this method of treat- 
ment were almost uniformly excellent. Side effects were few and of a amild 
nature. None of the patients in the series developed symptoms of adrenal 
cortical hyperfunetion or any other of the severe reactions often associated 
with steroid administration such as osteoporosis, adrenal atrophy, or psyehie 
depression, Patients who had developed symptoms of adrenal hyperfunetion 
while on oral steroid therapy lost their moon facies when large doses of the 
steroid were given intravenously. It is believed that, when methylpredniso- 
lone is taken orally, a portion of the drug is converted into cortisone by the 
physiological activities of the upper gastrointestinal tract whereas this does 
not occur when the medication is eiven intravenously or intramuseularly. Tf. 
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MISCELLANEOUS ALLERGIES 


Reversion and Reconversion Rate of Tuberculin Skin Reactions in Correlation 
With the Use of Prednisone. Bovornkitti, S., Knagsadal, P., Sathirapat, 
P., and Oonsombatti, P.: Dis. Chest. 38: 51, 1960. 


Seventy patients ranging in age from 41 to 80 years, who reacted positively 
when tested with 5 tuberculin units, PPD tuberculin, were given prednisone in 
10 mg. doses four times a day. Fifty-eight of these patients were under treat- 
ment for tuberculous diseases, and 12 suffered from other conditions. Tubereulin 
testing was performed at the beginning of the study. A reaction was con- 
sidered positive when there was 5 mm. of induration or more. While the 
patients were on steroid therapy, tuberculin tests were repeated at 72-hour 
intervals until the tuberculin reaction became negative. When steroid therapy 
was discontinued, tuberculin tests were done until the tuberculin reaction 
again became positive. The reversion rate was computed from the day after 
steroids were first given to the first reading of two consecutive negative tuber- 
culin tests. The reconversion rate was based on the time required for the 
return of positive tuberculin readings from the day after steroids were dis- 
continued. 

The duration of steroid therapy varied according to the group: those under 
a study program of treatment for tuberculosis received the steroid for a period 
of 1 month, the remainder of the patients were kept on steroids until the 
second consecutive negative tuberculin test was obtained. All patients  re- 
ceived streptomycin and isoniazid therapy while steroids were being admin- 
istered. Of the 70 patients, 68 showed complete inhibition of tubereulin skin 
sensitivity at some time during the course of therapy. Two had not reached 
the stage of tuberculin anergy at the end of 1 month of prednisone therapy. 
In 12 patients, fluctuation of reactions between negative and positive was 
observed before reversion. 

The average time of inhibition of tuberculin sensitivity in this series was 
13.6+10.1 days. Although most of the patients showed decreased sensitivity 
during administration of prednisone, there were + cases in whom an inerease 
in sensitivity was observed on one or more occasions during this period. The 
over-all mean reconversion rate was 6.0 + 5.3 days. KE. W. 


Allergy to Phenethicillin. Criep, L. H., and Friedmann, H.: New England 
J. Med, 263: 891, 1960. 


Within a few minutes after swallowing one tablet of phenethicillin, 
a patient with an atopic history went into profound shock and barely 
survived, despite intensive emergency treatment. Seratch tests were made 
after 2 months and positive reactions were obtained with threshold doses 
of 100 units per milliliter of both phenethicillin and aqueous penicillin. 
Strongly positive passive-transfer test reactions were obtained with both 
forms of penicillin. This patient had received a penicillin injection 6 years 
previously and had developed a marked local swelling. 

In a second atopie patient who went into shock after an injection of 
aqueous penicillin, positive scratch test and passive-transfer test reactions 
were obtained to both aqueous penicillin and phenethicillin. Hemagglutina- 
tion tests, using rabbit red blood cells to adsorb the patient’s serum and the 
antigens, gave significant positive titers with both forms of penicillin in 
each case. It appeared that phenethicillin (Synecillin), which consists of the 
synthetic addition of a chemical chain to penicillin, and penicillin are im- 
munologieally related. M. C. 
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Anaphylactic Reaction to Relaxin. Jwevine, R. A., Kossmann, R. J. and 
Rogoff, New England J. Med. 268: 693, 1960. 


A do-year-old woman with rheumatoid arthritis and a negative history 
of allergic disease was given an injection of 2 ml. of relaxin into the shoulder 
joint to relax the periarticular structures. About 5 weeks later within 30 
seconds after a similar injection, the patient went into deep shock. She 
Was treated with pressor substances and steroids and after a very stormy 
course made complete recovery. Intravenous metaraminol had to be 
maintained for 3 days. On the fifth hospital day an opthalmie test with - 
relaxin yielded a marked reaction. Skin tests passive-transfer tests 
made with relaxin resulted in positive reactions. Tests made with pork 
extract were negative. M. C. 


A Fatal Reaction to Sulfobromophthalein. Mallin, S. R.. and Gambescia, 
J. M.: J. A. M. A. 174: 1858, 1960. 


Sulfobromophthalein has been employed in the study of liver function 
since 1924. Only recently have reports of allergic or toxie reactions to the 
dye appeared in the literature. Anaphylactic deaths have been previously 
reported; however, the present case is only the second one recorded in which 
death occurred in an individual who had not previously received sulfo- 
bromophthalein test. The patient, a 4l-vear-old woman, was given 6 ¢.c¢, of 
sulfobromophthalein intravenously over a 60-second period. Within 20 
seconds she developed an acute shock-like state with dyspnea and cyanosis 
and death ensued within a very short time. In a review of previous cases 
with allergie reactions following the use of this dye no common pattern of 
susceptibility was uneovered but it was noted that patients with allergic 
histories and those with previous exposure to the dye appeared to be more 
susceptible to reactions. H. F. 


Acute Anaphylactoid Shock Due to Bromsulphalein. Nedwicki, E. G.. and 
Roth, G@. E.: Am. Rev. Resp. Dis. 81: 79, 1960, 


Two cases of anaphylactoid shock due to Bromsulphalein were reported. 
The first patient, a 69-year-old Negro man with chronie pulmonary tubereu- 
losis, had had three liver function tests with Bromsulphalein performed at 
monthly intervals without ill effects. On the fourth test he complained of 
nausea and some emesis shortly after the dye had been administered. The 
fifth determination was carried out in routine fashion 1 month later. Within 
5 minutes atter the completion of the injection, he complained of a headache 
and nausea and had a mild episode of vomiting. Apprehension was marked, 
and he rapidly developed severe pallor and cold clammy perspiration. The 
radial pulse was imperceptible and the blood) pressure was unobtainable. 
Respiration became labored and musical rales and wheezes were heard 
anteriorly. After the subcutaneous administration of epinephrine he made 
a rapid recovery. There was no past, personal, or family history of allergy. 
Skin tests with Bromsulphalein were not performed. The second patient, 
a d4-year-old Negro man, with pulmonary tuberculosis, complained of gen- 
eralized itching, vertigo, upper abdominal pain, nausea, and vomiting within 
5 minutes after the intravenous injection of the dye. He collapsed; the 
pulse was rapid and thready and the blood pressure was not obtainable. 
Within a short time after the administration of epinephrine solution there 
was general over-all improvement in his condition, So far as could be deter- 
mined this was the first time that Bromsulphalein had ever been administered 
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to this patient. The authors stress the fact that the repeated use of Bromsul- 
phalein in serial fashion must be attended by a keen awareness of its po- 
tentiality for producing severe hypersensitivity reactions, 


Peripheral Neuritis Due to Streptomycin. Janssen, P. J.: Am. Rev. Resp. 
Dis. 81: 726, 1960. 


A 76-year-old white woman with far-advaneed bilateral cavitary pul- 
monary tuberculosis was given 12 Gm. of PAS and 300 me. of isoniazid 
daily in divided doses, and 1 Gin. of streptomycin three times a week. Three 
weeks following the institution of this therapy, she developed anorexia, 
nausea, and vomiting. PAS was immediately discontinued.  Streptomyein 
and isoniazid therapy was continued for approximately 2 months at whieh 
time the patient complained of pain in the left hand. Isoniazid therapy was 
discontinued and pyridoxine was substituted. A leukocyte count and differ- 
ential at this time was essentially within normal limits. The patient’s svinp- 
toms became progressively worse and within a few months she manifested 
signs of hyperalgesia, hypo- and paresthesias of the dorsum of the left hand 
and wrist associated with motor neuron involvement, and marked edema in the 
same area. At this time the total leukocyte count was 11,000 with 351 per cent 
eosinophils. When the streptomycin was discontinued the cosinophil count 
fell to 5 per cent within a week. Four months later, streptomyein admin- 
istration was again attempted and within a short time the same signs and 
symptoms which had developed earlier recurred and the cosinophil count 
rose to 16 per cent. When dihydrostreptomyein was substituted for strepto- 
mycin these symptoms promptly disappeared and the eosinophil count  be- 
came normal. It is suggested that streptomycin was the etiological factor 
responsible for the neuritis which was thought to be of allergie origin 
beeause of the concurrent peripheral cosinophilia. It was the author’s 
opinion that this neuritis occurred in a setting of serum sickness similar 
to the neuritis seen after administration of tetanus antitoxin. Sinee it 
took almost 12 months before the residual signs of neuritis disappeared, 
he postulated that not only was there edema of the axon but there was also 
actual nerve tissue involvement as occurs in the peripheral neuritis due to 
isoniazid or methyl alcohol. KE. W. 


Histoplasmin Sensitivity in Israel. Raubitschek, F.. Birnbaum, D., and Rak- 
over, Jo: J. Lab. & Clin. Med. 56: 155, 1960. 


Three-hundred and nineteen patients, of whom 176 came from African 
or Asian countries and 145 came from European or Western countries, were 
tested with tuberculin histoplasmin or trichophytin. Of 262 patients tested 
simultaneously for tuberculin sensitivity, 234 had positive reactions. Of 51 
patients tested for trichophytin sensitivity, 19 had positive reactions. Positive 
reactions to histoplasmin could not be elicited in any of these patients. No 
cross sensitivity between histoplasmin, tuberculin, or trichophytin was evi- 
dent in this group of patients. E. W. 


PHARMACOLOGY, PHYSIOLOGY, AND PATHOLOGY 
Adrenocortical Function After Long-Term Corticoid Therapy. Carreon, G@. 


Canary, J. Meyer, R. and Wyle, J. Lab. & Clin. Med. 56: 
235, 1960. 


The adrenocortical function of 3 adults who had been treated with 
cortisone or allied corticoids for periods ranging from 214 to 7 years was 
studied. The urinary excretions of 17-hydroxyeorticosteroids (17-OHCS) and 
17-ketosteroids (17-KS) were used as indices of adrenocortical activity. 
A test dose of 25 mg. ACTH, dissolved in 1,000 ml. of 5 per cent glucose, 
was administered intravenously over an 8-hour period. Total blood eosinophil 
counts were performed before and after the administration of the ACTH 
infusion. 

An ACTH test was performed on the final day of steroid therapy in 
2 of the 3 patients studied. Corticoids were then abruptly withdrawn from ° 
all patients and, after 5 to 6 days, an ACTH test was repeated. ACTH gel, 
in doses of 40 units, was then administered every 12 hours for 4 to 5 days 
to obtain sustained stimulation of the adrenals. An ACTH test was per- 
formed immediately after this procedure and again 4 to 11 days later. 
It was found that the corticosteroid exeretion in each subject was low through- 
out the 5- to 6-day period after withdrawal of corticosteroid treatment. Al- 
though sustained stimulation with intramuscular ACTH gel for 4+ to 5 days 
was demonstrated by elevated corticosteroid excretion, a repeat 8 hour 
ACTH test performed immediately after this produced a subnormal response 
in 2 of 3 patients. Four to 11 days later, 2 of the 3 subjects still demon- 
strated an inadequate response to the & hour ACTH. test. 

It was concluded that “adrenal reactivation did not persist after ACTH 
administration was discontinued.” Henee, “the administration of ACTH 
after prolonged corticosteroid therapy offers no assurance of permanent 
restoration of normal adrenocortical function.” E. W. 


The Use of Intermittent Positive Pressure Breathing in the Prevention of the 
Carbon Dioxide Narcosis Associated With Oxygen Therapy. Fraimow, 
W., Catheart, R. T., and Goodman, FE: Am, Rey. Resp. Dis. 81: 815, 1960. 


Thirty-five male patients with various degrees of pulmonary emphysema 
breathed through a mouthpiece which was attached to a three-way valve. 
The latter was connected on one side to a specific gas mixture to be used 
and on the other side to a Tissot gasometer. Initially the patients breathed 
21 per cent oxygen for 20 minutes and at the end of this time ventilation 
was measured for a 35-minute period and expired gas was collected for 
analysis. A sample of arterial blood was drawn during the second minute. 
Following this procedure the patient was given 100 per cent oxygen to 
breathe for 20 minutes. The ventilation was measured and arterial blood was 
collected at the end of this time. One hundred per cent oxygen was con- 
tinued as the inspiratory gas, but was administered by intermittent positive 
pressure breathing for the final 20 minutes. The ventilation was again 
measured and arterial blood was collected and analyzed in the same fashion. 
Bronchodilators were not employed in this experiment. It was found that 
the breathing of 100 per cent oxygen produced a decrease in ventilation 
accompanied by an inerease in arterial pressure of carbon dioxide (pCO). 
When the 100 per cent oxygen was administered by intermittent positive 
pressure breathing, there was a marked increase in the ventilation associated 
with the sharp reduction in pCO,. The use of intermittent positive pressure 
breathing to administer 100 per cent oxygen prevented the rising hyper- 
capnea usually found in these patients when 100 per cent oxygen was ad- 
ministered alone. In all but 2 patients, inereasing hypereapnea was not only 
prevented by the use of intermittent positive pressure breathing but that 
already present was reduced, kh. W. 
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A Study of Gastric Secretions in Chronic Obstructive Pulmonary Emphysema. 
Zasly, L., Baum, G. L.. and Rumball, J. M.: Dis. Chest. 38: 69, 1960. 


Thirty patients with chronic pulmonary emphysema were studied to see 
if a relationship between gastrie and arterial carbon dioxide tension could 
he established. Each patient was studied in the fasting state and continuous 
gastric suction was applied until successive pH determinations agreed by 
0.0 pH unit. Coincident with the final “basal” gastric juice collection, an 
arterial blood specimen was collected, and arterial oxygen saturation, 
carbon dioxide content and tension, and pH were determined. Twenty-one 
of the patients were then given carbon dioxide inhalations for 30 minutes 
each. Seven of these received 95 per cent oxygen and 5 per cent carbon 
dioxide and 14 inhaled 5 per cent carbon dioxide in air. Samplings of 
gastric juice and arterial blood were again collected during this period and 
for the following 30 minutes. 

Control studies were carried out on 10 patients with no pulmonary or 
gastrointestinal disease. The mean gastric juice pH for the pulmonary 
emphysema group was 2.14, whereas that for the control group was 4.47. 
The mean gastri¢ juice free hydrochlorie acid for the emphysematous patients 
was 59.4 units, while the mean value for the controls was 15.6. Differences 
between both sets of means were statistically significant. 

No significant linear correlations could be established between gastric 
juice, free hydrochloric acid, and the arterial pH, CO, tension or arterial 
oxygen saturation. The pH of the gastric juice similarly did not exhibit any 
correlations with the arterial blood determinations. During the period of 
carbon dioxide inhalation in 21 subjects there were no consistent or sig- 
nificant alterations in gastric juice pH or free hydrochloric acid. Kk. W. 


IMMUNOLOGY 


Delayed Hypersensitivity and the Anamnestic Response. Salvin, S. B., and 
Smith, R. F.: J. Immunol. 84: 449, 1960. 


Delayed hypersensitivity induced in rabbits by injection of very small 
quantities of uncombined antigen, such as diphtheria toxoid or ovalbumin in 
saline, was not followed by the appearance of circulating antibody and the 
Arthus reaction. Cireulating antibody could not be deteeted for periods 
up to 82 days after the sensitizing dose. However, animals sensitized in this 
manner developed antibody at an accelerated rate after a secondary injection. 
Furthermore, antibody development was more rapid when the secondary 
injection was given at the time of the peak of delayed hypersensitivity. 
When the secondary injection of antigen was given before or after the time 
of maximum delayed hypersensitivity, antibody developed at a slower rate. 
The fact that the rate of development of anamnestic response was greatest 
when the delayed hypersensitivity was at its maximum suggested a direct 
relationship between delayed hypersensitivity and antibody formation. When 
the peak antitoxin titers were measured, it was found that the peak of 
antibody titer was higher as intervals between inoculations were increased. 
Additional circumstantial evidenee of the relationship between delayed hyper- 
sensitivity and antibody formation was obtained from experiments with total 
body x-irradiation. Irradiation of 200-300 r did not seem to alter the delayed 
response of guinea pigs sensitized with ovalbumin or diphtheria toxoid. There 
was no difference in the induction period of the anamnestie response whether 
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the radiation was carried out before the primary or the secondary injection. 
It was concluded that delayed hypersensitivity is a manifestation of an early 
phase in antibody formation, and that the x-ray sensitive mechanism re- 
covers before the secondary administration of antigen, Since irradiation 
before the secondary injection did not inhibit the anamnestic response, it is 
inferred that the basic processes for the response are established by the 
primary injection. Minute amounts of toxoid in saline produce small, if 
any perceptible delayed hypersensitivity, but apparently are sufficient to 
induce the cellular changes that ultimately decrease the time of antibody 
formation. The question is raised as to the relationship of delayed hyper: 
sensitivity and the production of circulating antibody. The data in this 
paper favor the conclusion that delayed hypersensitivity “may be an im- 
mature and less specifie stage in the development of circulating antibody.” 

Hl. Pelz 


Antigenicity of the Whey Proteins in Evaporated Cow’s Milk and Whole 
Goat’s Milk. Saperstein, S.: Ann. Allergy 18: 765, 1960. 


When trial feedings of both cow’s milk and goat’s milk produce allergic 
reactions it has been inferred that sensitivity to casein (not just whey protein) 
exists. Results of the present study contradict this conclusion. Two whey 
antigens have been purified relatively well, beta-lactoglobulin (IG) and alpha- 
lactalbumen (LA). Rabbit antisera were prepared to tannate protein pre- 
cipitates of these proteins.  Precipitin and anaphylactic tests on passively 
sensitized guinea pigs showed that antisera for LA and L@ were specific. 
All brands of evaporated cow’s mill tested contained LG. Some evaporated 
milk contained LA, indicating the lack of uniformity of destruction of this 
heat labile protein. Anaphylactic shock could be elicited with evaporated 
milk in LA sensitized guinea pigs, in contradiction to previous reports of 
Ratner and his co-workers, by employing the same infant formula used 
by them. 

Antisera to bovine LA and LG reacted well with goat milk whey on 
precipitin testing. Goat cuglobulin was found to react with anti-beef serum 
and anti-bovine whey serum but did not react with LA or LG antisera. 
Goat’s milk whey seemed to produce active recall-type responses to bovine 
whey proteins im animals originally sensitized with bovine whey proteins. 
Anaphylaxis could be produced in guinea pigs passively sensitized with anti- 
LA or anti-LG@ sera, by the injection of goat whey protein. The immunologic 
similarity of goat and cow LA and L@ was thus demonstrated, 

The discrepancies between the present findings and previous reports in 
the literature are discussed. Bovine milk is known to contain other allergens 
which have not been isolated in purified form; a patient specifically allergic 
to cow’s milk who ean tolerate goat’s milk must be presumed to be allergic 
to a protein other than LA or LG. The ability of a cow’s milk allergic 
individual to tolerate evaporated milk suggests that there is present a rather 
low level of sensitivity to the allergen involved, EK. K. 


Failure of Passive Transfer of Delayed Hypersensitivity in the Newborn 
Human Infant. Warwick. W. -J., Good, R. and Smith, R. J. Lab. 
& Clin. Med. 56: 139, 1960. ; 


It has been shown that infants vaccinated with BCG at birth lack the 
vapacity to develop delayed allergy to tubereulin before 3° weeks of age. 


Attempts to passively transfer tuberculin delayed reactivity to newborn 
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guinea pigs have been unsuccessful. One investigator (Sehlange), however, 
has reported the suecessful passive transfer of delayed tuberculin allergy 
to newborn infants by exchange transfusions with blood from = tubereulin- 
positive donors, 

In the present study, newborn infants or nonsensitive, but immunologi- 
cally mature, recipients were injected either subeutaneously or intramus- 
cularly with large numbers of viable leukoeytes in suspension from highly 
sensitized donors. These leukocytes had been obtained from the peripheral 


“blood of the donors. Newborn infants failed to show any evidence of sue- 


cessful passive transfer of sensitivity to tuberculin, streptococcal products, 
mumps antigen, or diphtheria toxoid. On the other hand, delayed hyper- 
sensitivity could be regularly transferred to nonsensitive, but immunologically 
mature, recipients with the same leukoeyte suspensions. It, therefore, ap- 
peared that newborn infants are refractory to the passive transfer of delayed 
allerey with leukocytes from the peripheral blood. 

In another series of experiments, infants with erythroblastosis fetalis 
were given 500 to 600 ml. of blood in exchange transfusions via the umbilical 
vein by the standard technique similar to that employed by Schlange. 
Some of these infants received simultaneously large numbers of leukocytes 
in suspension, either subcutaneously or intramuscularly. The blood for these 
transfusions and the leukocytes were obtained from donors with marked 
hypersensitivity of the delayed type. None of the infants accepted the 
transfer of delayed allergy. 

In another experiment in which infants received large numbers of pe- 
ripheral leukocytes as well as an appreciable number of cells obtained trom 
either single or multiple bone marrow aspirations from donors with high 
degrees of allergy of the delayed type there was also no evidence of suecess- 
ful transfer. 

It was concluded that “these results establish, in contradistinetion to the 
implications of Schlange’s studies, that the newborn infant is a poor recipient 
of the passive transfer of delayed allergy as compared to the older child 
or adult.” k. W. 


Demonstration and Titration of Antinuclear Antibodies in Systemic Lupus 
Erythematosus. Baugh, (. W.. Kirol, P. M.. and Sachs, M. Canad. 
M. A. J. 83: 571. 1960. 


Serological studies were carried out on blood samples drawn from 56 
normal individuals, 35 patients suffering from diseases unrelated to systemic 
lupus erythematosis (SLE), 75 patients with diseases having certain features 
similar to SLE, and trom 39 patients who at some time during their disease 
had a positive LE cell preparation. The patients with diseases unrelated to 
SLE, included 10 patients with dysproteinemia. 

Studies were carried out by incubating serial dilutions of the serum with 
calf thymie nuclei. The serum nuclei mixtures were then ineubated with 
rabbit antihuman gamma globulin which had been conjugated with fluorescein 
isoeyvanate, The nuelei were examined for fluorescence microscopically under 
ultraviolet light. Low antinuclear titers were obtained in normal individuals 
as well as in patients with disease unrelated to SLE, but one patient with 
multiple myeloma and dysproteinema with macroglobulin migrating as gamma 
globulin on paper eleetrophoresis had 2 markedly clevated titer. Most. of 
the patients with diseases having certain features seen in SLE, such as 
idiopathic thrombocytopenic purpura, acquired hemolytie anemia, chronic 
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hepatitis, rheumatoid arthritis, biologic false positive serological tests for 
syphilis, drug reactions and other collagen diseases, had low titers. Of the 
39 patients who at some time manifested a positive LE cell preparation, 35 
showed an elevated serum titer. Only 20 of these patients, however, had a 
positive LE cell test when LE preparations were carried out concurrently on 
the same samples of blood. Significant amounts of serum faetor were found 
in 24 patients (33 per cent) who did not have a history indicative of SLE 
although many of these patients had ¢linieal manifestations often seen in 
SLE. There was a definite relationship between the serum titer and the 
total fluorescence observed, although samples of serum with the same titer 
often showed marked differences in total fluorescence. Patients with active 
SLE tended to have the higher serum titers than those in remission. How- 
ever, high titers and substantial fluorescence were also found in patients 
who were either in a ¢linieal remission or exhibited only signs of very 
mild activity. R. W. 


The Production of Antibody by Transferred Bone Marrow. Stoloff, I. L.: 
J. Immunol. 85: 304, 1960. 


Splenie and lymphoid tissues obtained from hyperimmunized animals 
continue to produce antibody in vivo following transfer into isologous or 
homologous hosts or in vitro when surrounded by an appropriate nutrient 
medium, The role of bone marrow in the production of antibody is con- 
troversial. 

Bone marrow prepared from mice hyperimmunized with tetanus toxoid 
was injected intravenously into inbred irradiated mice. The amount. of 
protection that developed in the irradiated hosts was determined by challenge 
with tetanus toxoid and scored according to their ability to withstand the 
minimal lethal dose. The bone marrow cells appeared capable of continued 
production of tetanus antitoxin after transter to the irradiated hosts. Isolo- 
gous cells functioned well and remained viable during the 25 day observation 
period. Homologous cells functioned in the new hosts during the first 
week but later declined in activity as indicated by the loss of protection by 
the fourteenth day. It is suggested that this may be a valid method of 
-measuring the life span of transferred marrow cells. H. Pelz 


Prevention of Experimental Allergic Encephalomyelitis With 6-Mercapto- 
purine. Hoyer, L. W., Condie, R. M., and Good, R. A.:  Proe. Soe. 
Exper. Biol. & Med. 103: 205, 1960. 


The mechanism for the production of experimental allergic encephalo- 
myelitis (HAE) after administration of nervous tissue in adjuvants has 
never been conclusively demonstrated. It has been shown recently that 6- 
mercaptopurine (6-MP), a nucleic acid antimetabolite, can inhibit the pro- 
duction of cireulating antibody in response to the first parenteral injection 
of simple protein antigens. In the present experiment, the authors treated 
‘abbits with 6-MP in an attempt to prevent the development of EAE in these 
animals and possibly to shed some additional light on the mechanism of the 
development of EAK. Only a large, relatively toxic, dose of 6-MP (12 mg./ 
Ke./day) prevented the occurrence of EAK. “However, the majority of 
‘abbits so treated tolerated the drug quite well and, following its dis- 
continuation, were healthy enough to express the disease in its character- 
istic form.’’ Some delay in development of oceurred with nontoxic 
doses of 6-MP. Although 6-MP decreased the amount of neutrophils in the 
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peripheral blood by 50 per cent, it failed to affect the number of lymphoeytes 
which are regarded as the mediators of delayed hypersensitivity. It is sug- 
vested that the effeet of 6-MP on the immune response is probably a result 
of its antimetabolic properties on antibody production. The nature of the 
hypersensitivity involved in the pathogenesis of EAK requires further ex- 
perimentation, H. Pelz 


Dissociation of Some Injected Antigen-Antibody Complexes in Vivo. Walter, 
IL. and Zipper, H.: Proe. Soe. Exper. Biol. & Med. 108: 221, 1960. 


When rabbits are injected with an antigen-antibody (Ag-Ab) complex in 
which the antibody moiety is labelled with I'*', there is apparently no 
difference in its clearance from blood in’ specifically sensitized animals or 
normal controls. Previous studies showed that when the antigen moiety of 
the Ag-Ab complex is labelled, the radioactivity is cleared more rapidly in 
the sensitized rabbit. The data from these experiments was compared with 
that in the present study. Rabbits sensitized to bovine gamma globulin and 
normal rabbits were injected intravenously with Ag-Ab complexes in which 
either the bovine gamma globulin or its antibody, formed in the rabbit, 
were labelled with radioactive iodine. Blood levels of radioactivity were 
then determined over a 7-day period. It is theorized from the differences 
noted, when Ag or Ab are labelled in an Ag-Ab complex, that rapid equilibra- 
tion of the labelled Ab of the injected complex with the Ab circulating in 
the sera of the sensitized rabbits apparently accounts for the lack of 
difference in the rate of complex clearing. The more rapid clearance of 
antigen labelled complex in sensitized animals seems to be due to the presence 
of excess circulating antibody whieh ensures that labelled antigen will form 
part of a complex and is therefore more rapidly removed from the circulation. 

H. Pelz 


Separation of Serum Antibody Activities by Anion-Exchange Cellulose 
Chromatography. lahey, J. Science 181: 500, 1960. 


Sera containing antibodies to various types of antigens were colleeted. 
The electrophoretieally prepared gamma globulin from each serum as well 
as the whole serum was chromatographed and further fractionated on diethyl- 
aminoethy] cellulose columns. The distribution of antibody activities was 
found to be the same for each type of serum whether the gamma globulin 
or whole serum was studied. Fraction 1 contained only gamma gelobulins 
with ultracentrifugal sedimentation coefficients of 6.6 Svedberg units(S). 
Fraction 5 was found to be composed mainly of gamma maecroglobulins with 
ultra centrifugal sedimentation coefficients of 18 S. Antibodies to mumps 
virus, to Iistoplasma capsulatum, and to thyroglobulin were found in frae- 
tion 1.) The rheumatoid faetor was found in fraction 5. Antibodies to 
Salmonella TE antigen were found in fraction | and to O antigen in fraction 5. 
Anti-A and anti-B isohemagelutinins, Rh antibodies, and anti-liver-nucleo- 
protein extract activity were found in gamma globulin fractions 1 and 5. 
ractions 2.5, and 4 whieh comprise about 20 per cent of the total gamma 
elobulin, were not shown to contain any major antibody activities. Other 
uses of anion-exchange cellulose chromatography in immunologie investiga- 
tions are discussed. B. S. 


The Effect of Histoplasmin In Vitro on the Migration of Leukocytes From 
Guinea Pigs Experimentally Infected With Histoplasma Capsulatum. 
Johnson, R. W., and Scherago, M.: Am. Rey. Resp. Dis. 81: 96, 1960. 
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(iuinea pigs were infected with //istoplasma capsulatum. At 3 and day 
intervals, leukocytic migration studies and skin tests were performed on one 
test and one control animal over a ten-week period. Brucellergen was used as 
a control antigen. 

The leukoeytes of guinea pigs experimentally infeeted with 10,000 living 
veast-phase cells of J/istoplasma capsulatum were found to develop a_signi- 
ficant specific sensitivity, in vitro, to a 1:1,000 dilution of histoplasmin. ‘‘Skin 
sensitivity first appeared in the infected animals during the third week after 
infection, while inhibition of leukocyte migration appeared as early as the 
second week in 2 of the 4+ animals tested. After the fourth week the migration’ 
of leukoeytes from all of the infected animals was inhibited. Both skin and 
leukoeyte sensitivity persisted through the ten-week period of the study. Con- 
sistent significant sensitivity was not found with 1:5,000 or 1:10,000 dilutions of 
histoplasmin. The sensitivity was considered specific since brucellergen had no 
significant inhibitory effect on the migration of the leukoeytes from the in- 
fected animals.” E. W. 


Auto-Immune Reaction in the Course of Ulcerative Colitis. Polchak, J., and 
Vokurka, V.: Am. J. Digest. Dis. 5: 395, 1960. 


Ulcerative colitis may be an auto-immune disease in which the mucosz 
of the affected areas becomes, through one of several processes an auto antigen. 
The auto-immune reaction influences the course of the ulcerative colitis and 
is very closely related to pathogenesis of the disease. 

A modification of the collodion agglutination methods of Cavelti and of 
Wagener was used to study the immunologic reaction of 30 patients with 
ulcerative colitis and of a larger group of 195 persons suffering from various 
other diseases, including those of the gastrointestinal tract. Twenty normal 
individuals were used as controls. The sera of each of the patients with 
ulcerative colitis gave positive agglutination reactions with tissue antigens 
prepared trom normal colonic tissue. The remainder of the patients of the 
series all gave negative reactions. Analogous collodion reactions to tissue 
antigens, prepared trom stomach, intestines, heart, liver, and other organs, 
were negative in all patients with ulcerative colitis. However, patients with 
localized ulcerative colitis gave positive reactions with tissue antigens pre- 
pared from any portion of the large bowel. These results might indicate that 
patients with segmental colitis or ulcerative proctitis have a potential to 
develop universal ulcerative colitis. 

The antibody titer appeared to reflect the activity of the pathologie 
process and thus may prove to be a basis for clinical and prognostie eon- 
clusions. HF. 


Failure to Demonstrate Increased Hypersensitivity to Egg Protein After Im- 
munization With an Influenza Vaccine of the Oil-Adjuvant Type. Heggie. 
A. D., Crawford, Y. E., and Miller, L. FL: New England J. Med. 2638: 
959, 1960, 


One half of a group of white male Navy personnel was injected intra- 
muscularly with 0.25 ml. of a polyvalent influenza vaccine emulsified in light 
mineral oil with Arlacel A as an adjuvant. The other half of the group was 
given a placebo and served as a control. After 3 months each subject was 
skin tested with pooled undiluted allantoic fluid. No significant differences 
between the vaceine and placebo groups were demonstrable. No nodules or 


Volume 26 Miscellaneous 31 


Number 2 


cysts resulted from the immunizations. Complement fixation tests for anti- 
bodies against normal chick allantoic fluid were performed on the sera of 50 
other men immunized with the same adjuvant vaccine, and 50 men immunized 
with aqueous polyvalent influenza vaccine. All of the subjects had received 
a booster injection of the latter material 4 months before being bled. All 
complement-fixation tests were negative. It appeared that parenterally in- 
duced sensitivity to egg protein is not an appreciable hazard in the admin- 
istration of influenza vaccines of the oil-adjuvant type to healthy, adult 
white men. Me 


MISCELLANEOUS 


Agranulocytosis Due to Imipramine (Tofranil). Bird, C. E.: Canad. M. A. J. 
82: 1021, 1960. 


A 44-vear-old woman who had been under treatment for 25 years for 
rheumatoid arthritis with acetylsalievlic acid, chloroquine, and steroids, had 
had numerous white blood counts, all of which were above 4,000 cells per 
cubic millimeter. The patient was selected for a double-blind study to 
evaluate imipramine, After taking a placebo along with acetylsalievlie acid 
and steroids for 1 month, she was placed on 200 me. of imipramine daily and 
Was maintained on this program for 2 months. Fifty-seven days following 
initiation of imipramine therapy, she noted a sudden inerease in fatigue, 
generalized malaise, and an infection in the fifth finger following a puneture 
wound from a sewing needle. Imipramine was immediately discontinued, but 
within 48 hours the patient was hospitalized with a temperature of 105° F., 
nausea, vomiting, marked fatigue, and 3 necrotic lesions on her fingers as the re- 
sult of puncture wounds. Her initial white count was 1,150 cells, with 100 per 
cent lymphoeytes. In the next few days her count fell to 550 cells, and bone 
marrow aspiration confirmed the marked depression of the granulocytic series. 
During the next 3 weeks the patient gradually responded to treatment with 
bed rest, antibioties, steroids, and isolation. After 3 weeks of treatment 
she was discharged from the hospital on acetylsalievlic acid and a maintenance 
dose of dexamethasone. Since no other possible sources of drug or toxie ex- 
posures could be ascertained, it was suggested that the agranuloeytosis was 
caused by a reaction to imipramine. | i? 


Briefs on Accidental Chemical Poisonings in New York City: Aminophylline 
and Other Severe Poisonings. Jacobziner, H.. and Raybin, H. W.: 
New York J. Med. 60: 3300, 1960. 


Two severe toxic reactions from aminophylline were encountered 
survey of accidental chemical poisonines recorded in New York City. The 
first oceurred in a 6-vear-old child who had received the contents of a dis- 
posable rectal enema unit, containing 0.625 gram of theophylline mono- 
ethanolamine, for the treatment of an asthmatic condition. Shortly after 
administration of the enema the child began to have hematemesis, but the 
parents were advised not to worry and were told to administer the remainder 
of the rectal solution several hours later. Because of the persistence of the 
vomiting and the development of abdominal pain and dyspnea, the child was 
hospitalized. Treatment consisted of the intravenous administration of fluids. 
Reeovery was complete after 5 days of therapy. The second toxie reaction 
occurred in a 1-vear-old child who was being treated with aminophylline 
suppositories for relief of asthma. Within 24 hours after insertion of the 
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suppositories the child began to vomit a blackish material and passed. tarry 
stools. When the therapy was continued the child’s condition became pro- 
gressively worse and coma ensued. Following 11) days of hospitalization, 
during which she required blood transfusions and intravenous infusions, she 
was discharged. The possible toxie effeets of aminophylline are stressed. 


R. W. 


The Influence of Seitz Filtration on the Activity of Schistosoma Mansoni 
(Adult Worm) Antigen. Pellegrino, J. and Rodrigues, 
Parasitol. 46: 647, 1960. 


Seitz filtration through an EKS Seitz sheet decreased the nitrogen content 
of an extract of adult S. manson? worms from 0.048 me./ml. to 0.004 me./mi. 
total N. Intraeutaneous tests with nonfiltered and filtered material confirmed 
the loss of antigeni¢ material. It is suggested that heating of phenolized or 
Merthiolated extracts to 56° C. for one hour on 3 consecutive days is preferable, 
in that the skin-test activity of such an extract is preserved. Ki. OK. 


Idiosyncrasy to Phenindione. Mather, G., and Riley, C.:) Brit. M. I. p. 506, 
August, 1960. 


Six eases are reported which reactions occurred following the ad- 
ministration of the anticoagulant, phenindione. The 6 patients were being 
treated for cardiac or pulmonary infaret. On the sixteenth to the twenty-third 
days of daily treatment with phenindione, all patients developed elevations in 
temperature, with temperatures ranging from 101° to 104° FL One patient 
developed a sore throat and agranulocytosis at the time of the temperature 
elevation. THis white count, which fell to 2,800 per cubie millimeter, with 7 
per cent neutrophils, rapidly returned to normal after phenindione was dis- 
eontinued. In 2 patients uleers of the mouth developed, and in one of these 
patients a generalized urticarial eruption also developed in conjunetion with 
the temperature elevation. After withdrawal of the drug, all symptoms sub- 
sided rapidly. B. S. 


Seeds as a Source of Food Testing Material. Hale, R.: Ann. Allerey 18: 
270, 1960. 


Seratch tests were compared using liquid and powdered commercial ex- 
tracts, fresh frozen food, and a elveerinated mush made of powdered defatted 
seeds of tomato, orange, carrot, apple, and lettuee. Subjects tested were 5 
persons known to have responses of nasal allergy, asthma, or eezema after 
ingestion of one of these foods. In each instance a positive test reaction was 
obtained to the seed of the food causing elinieal allergy. ft was found that 
‘seed extraets compare favorably with the others and in most instances are 
superior.’’ Testing 275 or more persons with each of these seed) extraets 


resulted in nonelinieal positive tests but only 3 negative reactions in persons 
known to be elinieally sensitive. The method of preparation of seed extraets 
is outlined. OK. 


